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I. Basis of the report 
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the report since they do not contain amendments (Rules 70. 16 and 70.17).): 
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1-25 as originally filed 

Claims, No.: 
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55.2 and/or 55.3). 
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□ filed together with the international application in computer readable form. 
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□ furnished subsequently to this Authority in computer readable form. 
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the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 
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□ the description, pages: 

□ the claims, Nos.: 
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□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 
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Novelty (N) 


Yes: 


Claims 


1-14 
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Claims 




Inventive step (IS) 


Yes: 


Claims 
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Claims 




Industrial applicability (IA) 
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Claims 
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1. Reasoned statement 

The amended set of claims meets the requirements of Art. 34(2)(b) PCT. 

The claimed animal model, having a hole at specified positions of the mandibular 
bone, has not been described in the cited prior art. Consequently, the animal 
model and the claimed uses are new. 

In comparison with the animal model described by McKee and Warshavsky (D1), 
the preparation of the present model seems to be less damaging to the underlying 
tissue. As the modification to the procedure of D1 in order to achieve this effect 
could not be derived from the cited prior art in an obvious way, the new animal 
model is deemed inventive. 
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WHAT IS\ CLAIMED IS: 



1. An in vivo rodent model for testing of a compound 

in locally targeted odontogenic organ and associated 
I 

periodontal tissues, comprising a mandibular incisor and 
a window tin an alveolar bone overlying the incisor's apex 
or along ^radicular surface of the incisor, wherein said 
window is adapted for direct diffusion of a tested 
compound; I and wherein a reduction in parameters 
consisting! in histological , histomorphometric, eruption 
rate and mJtrix organization of said incisor compared to 
a normal incisor is indicative of a compound interfering 
with cellular or biochemical events involved in tissue 
formation oflsaid incisor. 

2. The rrrodel of claim 1, wherein said rodent is 
selected from ^he group consisting of rat, rabbit, mouse, 
hamster, guinea pig, squirrel and beaver. 



3. The mode^L of claim 1, wherein said window is 

further adapted to receive an osmotic pump for delivery 

\ 

of said tested compound- 



4. A drug screening for a potential bone disease 

therapy compound, which comprises the steps of: 

a) administering said compound to the model of 



claim 



1; V 

\iming Histological 



b) determiming ^histological and histomorphometric 

parameters of alveolar bone of the model's 

incisor and Comparing to a normal incisor; 
\ 

wherein increase in anabolic activities or 
decrease in catabolic activities are indicative 
of a potential b®ne disease therapy compound. 

5. The drug screeningXof claim 4, wherein said bone 



WO 00/36909 
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disease is osteoporosis. 

6. A drug screening for a compound inducing tissue 
repair, which comprises the steps of: 

a) administering said compound to the model of 
claim 1; 

b) determiming histological and histomorphomet ric 
parameters of blveolar bone and other tisues of 
the model's incisor and comparing to a normal 
incisor; whereiln increase in anabolic activities 
or decrease lin catabolic activities are 

7. The drug screening of claim 6, wherein said 

I 

compound is a growth factor or a combination thereof. 

\ 

8. A drug screening! for a potential anti-cancer 
therapy compound, which comprises the steps of: 

a) administering said* potential anti-cancer therapy 
compound to the model of claim 1, 

b) determiming eruption rate of the model's incisor 
and comparing to normal eruption rate of an 
incisor; wherein a Idecrease in growth rate is 
indicative of a potential anti-cancer therapy 
compound in controlling cell division. 

\ 

9- A test to determine ts^ie role of extracellular 

matrix molecules, which comprises the steps of: 

a) administering to the m6del of claim 1 usinq a 
minipump drugs that \affect secretion and 
postranslational modifications of said 
extracellular matrix molecules and/or antibodies 



or antagonists thereof; 
b) determiming histological and histomorphometric 
parameters of alveolar bone\and other tissues of 



WO 00/36909 - 28 - PCT/CA99/01207 



the model's incisoj and comparing to a normal 
incisor; wherein cell organization and behavior, 
extracellular matrix* organization, and degree of 
mineral deposition \are indicative of a drug 
interfering with s\aid extracellular matrix 
molecules . 



10. A test for the immune! response, which comprises 
the steps of: 

a) administering selected] pathogens to the model of 

claim 1 using a minipump; 

I 

b) determining growth profile of pathogen, tissue 

I 

alterations, inflammat©ry cell infiltration are 

1 

indicative of a pathogen inducing an immune 
response . I 

i 

11. A test for toxicity of clrtain elements used for 
making biomaterials such as metatLs, which comprises the 
steps of: I 

a) administering concentrations of metal ions to the 

\ 

model of claim 1 using a minipump; 

V 

b) determiming cell death, cell division and matrix 
production of the bone and\tooth of the model's 
incisor and comparing to\ a normal incisor; 
wherein increase. in anabcblic activities or 
decrease in catabolic activities are indicative 
of a toxic metal. 



12 • A test for the efficiency o:£| genetic material 

transfer, which comprises the steps o% 



a) administering an expression ^construct which 
encodes for a marker gene arfd/or a gene of 
interest to the model of cl^aim 1 using 
minipump; 

b) determiming expression of said maVker to assess 
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\ 

efficiency of |said expression construct to 

transduce the tooth organ and associated tissues. 

1 
I 

13. A method of gene therapy, which comprises the 
steps of : I 

a) administering arl expression construct which 
encodes for a gerife of interest to the model of 
claim 1 using a miSnipump; 

b) inducing or repressing expression of a gene 
product of said geAe. 

14. A method of producing a non-human mammal knock- 
out model, whose germ cellsland somatic cells are modi- 
fied to express at least onl gene or an allelic variant 
of said gene which comprises introducing an expression 
construct which encodes fori a gene of interest or « 
deletion of said gene to thA model of claim 1 using a 
minipump into the mammal, or an ancestor of the mammal, 
at an embryonic stage. 



a 




Latent cooperation treat^P 

pct 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 

10662-83PCT 


FOR FURTHER see Notification of Transmittal of International Search Report 

(Form PCT/ISA/220) as well as, where applicable, item 5 below. 

ACTION 


International application No. 

PCT/CA 99/01207 


International filing date (day/month/year) 

17/12/1999 


(Earliest) Priority Date (day/month/year) 

18/12/1998 


Applicant 

UNIVERSITE DE MONTREAL et al . 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 1 8. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 4 sheets. 

|~X"| It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

I I the international search was carried out on the basis of a translation of the international application furnished to this 
1 — 1 Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 
| | contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



□ 
□ 
□ 
□ 

□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



[X] Certain claims were found unsearchable (See Box I). 
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| | the text is approved as submitted by the applicant. 
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